The MRC is the largest public sector organisation in the UK responsible for directly funding research relating to human health. It is funded mainly by the UK government, but is independent in its choice of which research to support. The aim of the MRC is to improve health by funding research across the spectrum of biomedical science. It supports research in three main ways: through its research establishments, via response-mode awards to universities and through training and career development awards. The competition for funds is vigorous and the portfolio of research supported, which has all been the subject of rigorous independent peer review, is therefore of high quality.
The MRC recognises the importance of the randomised controlled trial as the optimum methodology for assessing the effects of particular interventions on defined outcome measures. Its portfolio includes a large number of trials aimed at the assessment of health interventions used in the promotion of health, the prevention and/or treatment of disease and in rehabilitation or long-term care.
AIM OF THESE GUIDELINES
As a funder of research, the MRC needs to be assured that those who conduct research it has funded involving human participants agree to adhere to guidelines that safeguard study participants and ensure that the data gathered are of high quality. This needs to be done without destroying the essential element of trust that underpins all research funding, or adding a cumbersome layer of bureaucracy that stifles legitimate research activity. The guidelines are based on the thirteen principles laid down in the ICH Harmonised Tripartite Guideline for Good Clinical Practice agreed in May 1996 1 . The scientific integrity of the trial and the credibility of the data produced depend primarily on the trial design and not solely on the accuracy of the data collected. A properly randomised trial will ensure no foreknowledge of the random treatment allocations, no bias in patient management, unbiased outcome assessment, and no postrandomisation exclusions. The appropriateness and quality of the trial design will be carefully considered at the peer-review stage and this document does not attempt to provide detailed guidelines on trial design. However, it does provide guidelines on appropriate conduct of a trial to ensure the accuracy of the data gathered.
MRC GUIDELINES FOR GOOD CLINICAL PRACTICE IN CLINICAL TRIALS 1998 1998 introduction

W I T H D R A W N
The Council expects that this framework for good practice will be implemented in all MRC-funded trials that involve human participants, including all trials involving medicinal products. MRC trials involving investigational medicinal products in which the resulting data are likely to be pivotal in a subsequent licensing application may also need to follow the ICH Guideline. Under these circumstances it is expected that there will be an industrial partner who will fund the extra costs involved.
SCOPE OF THESE GUIDELINES
Most MRC trials are large comparative studies of established therapies, but these guidelines are designed to be used in any prospective study involving human participants and the administration of a treatment or type of management, including diagnosis or the provision of lifestyle (eg, dietary) advice. However, the MRC also funds non-trial-research involving human participants and the detailed guidance contained in this document may be overly complex for the methodologies used in this type of research. The MRC is therefore drafting separate guidelines for this type of non-trial-research and decisions on which guidelines to follow will be made at the peer-review stage.
RESPONSIBILITY FOR THE CONDUCT OF MRC-FUNDED TRIALS
Most MRC trials are funded through grants awarded to host institutions (universities, medical schools, hospital trusts) in response to applications submitted by a principal investigator(s) (PIs) who has(ve) designed and will ultimately run the trial. This document details the responsibilities of those involved in MRC-funded trials, and provides guidelines on appropriate mechanisms to oversee the trial. A brief summary of their roles is given below.
The MRC Role -Before awarding a grant to support a trial, the MRC will ensure that: the proposed trial design is of the highest scientific quality; due consideration has been given to ethical and safety issues; the PI and Host Institution agree to conduct the trial to the standard of GCP; and appropriate arrangements for the day-to-day management and independent supervision of the study have been proposed. Once the trial is underway the MRC will monitor progress of the trial through consideration of annual reports and may wish to carry out random audits of individual studies.
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The Host Institution Role -When a trial is funded through a grant, the organisation receiving the grant is known as the Host Institution. As the organisation in receipt of the funds for conducting the trial and as the employer of the PI, the Host Institution has a responsibility for ensuring that the trial is run to the highest standards as laid out in these guidelines. This responsibility is accepted by the Host Institution when it accepts the terms and conditions of the MRC award. Although the exact level of involvement will depend on the trial and the institution involved, it is expected that Department Heads and Deans of Medicine should ensure that the arrangements for trial management include an element of independent advice. In addition, and as a minimum, they should: a) be aware of trials run through their departments; b) be aware of progress in each of these trials; c) be aware of any problems and complaints associated with these trials; and d) work with the PIs and MRC to resolve these problems and complaints. For trials funded through MRC Units or Trials Offices, the MRC is the Host Institution.
The Principal Investigator's Role -The Principal Investigator has overall responsibility for the design, conduct, analyses and reporting of the trial.
The Investigator's Role -The Investigator has responsibility for the conduct of the trial in his/her participating centre.
Independent Supervision of the Trial -Arrangements for the management of trials will vary according to the nature of the study proposed. However, all should include an element of expert advice that is entirely independent of the Principal Investigators and the Host Institution involved. This will normally take the form of a Trial Steering Committee (TSC) and an independent Data and Monitoring and Ethics Committee (DMEC). It is recognised that these arrangements may not always be appropriate and structures may need to vary according to the nature of the study and the Host Institution involved. Thus, the arrangements for supervision should be detailed and justified in the trial proposal and the MRC should satisfy itself that these are appropriate in the light of the risks involved. 
N
The Trial Steering Committee Role -The role of the TSC is to provide overall supervision for the trial. It should also provide advice through its independent Chairman to the PI(s), the MRC and the Host Institution on all aspects of the trial. Involvement of independent members who are not directly involved in other aspects of the trial provides protection for both trial participants and PIs.
The Data and Ethics Monitoring Committee Role -The DMEC is the only body involved in the trial that has access to the unblinded comparative data. The role of its members is to monitor these data and make recommendations to the Steering Committee on whether there are any ethical or safety reasons why the trial should not continue. In addition, the DMEC may be asked by the TSC or MRC to consider data emerging from other related studies. If funding is required above the level originally requested, the DMEC may be asked by the PI, TSC or MRC to provide advice and where appropriate information on the data gathered to date in a way that will not unblind the trial. Membership of the DMEC should be completely independent of the PIs, TSC and Host Institution. 
Applicable Regulatory Requirements
Any law(s) and regulation(s) addressing the conduct of clinical trials of investigational products.
Audit
A systematic and independent examination of trial-related activities and documents to determine whether the evaluated trial-related activities were conducted, and the data were recorded, analysed and accurately reported according to the protocol, standard operating procedures (SOPs), Good Clinical Practice (GCP), and the applicable regulatory requirement(s).
Case Report Form (CRF)
A printed, optical, or electronic document designed to record all of the protocol required information to be reported to the Principal Investigator/co-ordinating centre on each trial participant.
Confidentiality
Prevention of disclosure, to other than authorised individuals, of a participant's identity.
Host Institution
University or hospital that is in receipt of a grant from the MRC for the purposes of running a trial. In the case of trials funded through MRC Units or Trials Offices the Host Institution will be the MRC itself.
Investigator
The person responsible for conducting a trial at one of the trial sites.
Monitoring
The act of overseeing the progress of a clinical trial, and of ensuring that it is conducted and recorded in accordance with the protocol, Standard Operating Procedures (SOPs), Good Clinical Practice (GCP), and the applicable regulatory requirement(s).
Multicentre Trial
A clinical trial conducted according to a single protocol but at more than one site, and therefor, carried out by more than one investigator.
The person(s) who is/are responsible for: a) initiating the trial by applying to the MRC for support; and b) conduct of the trial on a daily basis.
Protocol
A document that describes the objective(s), design, methodology, statistical considerations, and organisation of a trial. The protocol usually also gives the background and rationale for the trial, but these could be provided in other protocol referenced documents. Throughout these Guidelines the term protocol refers to protocol and protocol amendments.
Protocol Amendment
A written description of a change(s) to or formal clarification of a protocol.
Quality Assurance (QA)
All those actions that are established to ensure that the trial is performed and the data are generated, documented (recorded), and reported in compliance with these guidelines for Good Clinical Practice (GCP) and the applicable regulatory requirements.
Quality Control (QC)
The operational techniques and activities undertaken within the quality assurance system to verify that the requirements for quality of the trial-related activities have been fulfilled.
Randomisation
The process of assigning trial participants to treatment or control groups using an element of chance to determine the assignments in order to reduce bias.
Sponsor
That person/organisation taking responsibility for the initiation, management and financing of a trial. Sponsorship of MRC trials is shared between the Principal Investigator (initiation and management) and the MRC (finance).
Participant/Trial Participant
An individual who participates in a clinical trial, either as a recipient of the investigational procedure or product(s) or as a control.
Trial Management Group
A group set up by the PIs to manage the trial on a day-to-day basis
Trial Site
The location(s) where trial-related activities are actually conducted.
Trial Steering Committee
A Committee formed to provide overall supervision for the trial. Membership should include one or two PIs, one or two independent experts and an independent Chair as well as observers from the MRC 3.1.9 The proposal states that all potential trial participants will be informed whenever possible of the possible benefits and known risks of the intervention (or of no intervention or a placebo) and of the possibility that there are unknown risks;
3.1.10 The proposal states that freely given informed consent will be sought from every participant prior to clinical trial participation whenever possible. When fully informed consent is not possible (eg, emergency settings), consent procedures should be fully justified, existing guidelines (referred to in 5.4.3) should be followed, and a favourable opinion from the appropriate ethics committee should be supplied; 3.1.11 Any necessary approval has been, or will be, obtained from the relevant ethical and regulatory bodies before the trial's implementation (see Note 1); 3.1.12 The publication policy proposed will report the results of the trial within an appropriate time scale of the findings being available and that adequate plans are in place to disseminate and implement the results of the proposed trial; 3.1.13 The time period proposed by the PI for retention of relevant trial documentation is appropriate.
AWARD OF FUNDS
If funding is agreed in principle by the MRC, the MRC ensures that the award will be contingent on: 3.2.1 A written undertaking being given by the Host Institution and Principal Investigator that they will conduct the trial in accordance with the general MRC terms and conditions of an award and these GCP guidelines.
Note 1: For multicentre trials involving five or more centres, the MRC will require proof of MREC approval. As detailed in these guidelines, it is the responsibility of the PI to ensure that LREC approval has been obtained before the trial is started in individual centres (see 5.5)
MONITORING AND AUDIT OF PROGRESS
Once the trial has started the MRC may:
3.3.1 consider reports from the Host Institution, TSC and DMEC when appropriate;
3.3.2 carry out a random audit of a number of randomly selected MRCfunded trials annually.
4.THE HOST INSTITUTION
4.1
As the organisation in receipt of the funds for conducting the trial and as the employer of the PI, the Host Institution has a responsibility to ensure that the trial is run to the highest standards as laid out in these guidelines. This responsibility is accepted by the Host Institution when it agrees to accept the terms and conditions of the MRC award. In particular the Host Institution must:
4.1.2 ensure that the trial is conducted in accordance with the general MRC terms and conditions, these GCP guidelines and with the specified protocol, and according to the proposed schedule of resource use and the requirements of other relevant regulatory bodies;
4.1.3 ensure that appropriate arrangements for the management of the research are in place. These should include an element of expert advice that is entirely independent from the PIs and the Host Institution itself. These arrangements will have been proposed by the PI and approved by the MRC. If these arrangements include a TSC, the MRC regards it as good practice for a representative of the Host Institution to be appointed as an observer on the TSC; 4.1.4 make a commitment to maintain, for the trial's duration, the key disciplines for all aspects of the design and implementation of the trial; 4.1.5 permit monitoring, auditing and inspection (see section 8 below);
4.1.6 provide appropriate facilities for all the relevant documentation as laid out in section 7, to be kept for the appropriate period;
4.1.7 ensure that a Report is submitted to the MRC annually.
It is expected that Department Heads and Deans of Medicine should as a minimum requirement: a) be aware of trials run through their departments; b) be aware of progress in each of these trials; c) be aware of any problems, complaints or claims associated with these trials; and d) work with the PIs and MRC to resolve these problems, complaints or claims. However, the level of direct involvement required from the Host Institution in any one trial may vary and will depend on the type of trial and the institution involved.
4.1.9 In the case of trials funded through MRC Units or Trials Offices the Host Institution will be the MRC itself.
THE PRINCIPAL INVESTIGATOR AND PARTICIPATING INVESTIGATORS
This section details the responsibilities of those involved in the running of the trial on a day-to-day basis. The practices detailed here should be followed by all those involved in the recruitment and follow-up of trial participants. With respect to multicentre trials, the Principal Investigator has overall responsibility for the conduct of the trial and this role is specified accordingly.
The Principal Investigator has overall responsibility for design of the proposed trial and co-ordination and the day-to-day management of the trial. The PI must ensure that: 1) the trial is run in accordance with these guidelines; and 2) all the investigators involved are aware and adhere to these guidelines.
TRIAL MANAGEMENT
5.1.1 The PI is responsible for the day-to-day running of all aspects of the trial and for managing the trial budget 5.1.2 The PI should ensure that all the investigators involved in the trial conduct the trial in accordance with the proposal funded by the MRC and the specified final protocol (as approved by the TSC), and according to the proposed schedule of resource use as submitted in the original application.
5.1.3 The PI should ensure that all Participating Investigators are aware of their responsibilities as laid out in these guidelines and that the trial follows these guidelines in all the participating centres.
The PI should ensure that appropriate systems and procedures that assure the appropriate quality of every aspect of the trial are in place.
5.1.5 The PI should ensure that all the persons involved in implementing the protocol are adequately informed about the protocol, the nature of the intervention and their trial-related duties.
5.1.6 The PI should ensure that all trial-related functions are clearly defined, allocated and documented and that the responsibilities of participating investigators are clearly understood. It is good practice for the PI to produce a standard investigator agreement that lays out the terms and conditions of centre participation and is signed by the Participating Investigator.
5.1.7 The PI should ensure that clear lines of communication are established between investigators.
5.1.8 It is good practice for the PI to nominate a dedicated trial co-ordinator with clearly defined duties, in particular to ensure that recruitment targets are met.
5.1 9 The PI should manage the resources for the trial in a way that maximises the chances of the trial finishing within the available funding.
5.1.10 The PI should call meetings of the TSC (or the agreed alternative source of independent advice) when there are any matters arising from the conduct or management of the trial that might require their advice.
5.1.11
The PI should submit an annual report to the MRC. This should be endorsed by the TSC (or alternative source of independent advice).
5.1.12
The PI should ensure that, on completion of the study, the results are analysed, written up, reported and disseminated. All MRC trials should be registered at the time of approval and publication with a current trial register. Trials should be submitted to a peer-reviewed journal irrespective of the result of the trial.
The trial should be conducted in accordance with the proposal funded by the MRC (and the protocol approved by the TSC) and favourably reviewed by the relevant ethics committees. It is the ultimate responsibility of the Principal Investigator to ensure that this happens. Any material amendments or alterations to or deviations from the protocol which affect the scientific or ethical basis of the trial, which could affect the personal integrity and/or welfare of trial participants, or which could have resource implications must have approval of the relevant ethics committees and the Trial Steering Committee (or the agreed alternative source of independent advice) before their implementation. The MRC should be notified of all material changes.
MEDICAL CARE OF TRIAL PARTICIPANTS
The current revision of the Declaration of Helsinki (Appendix 1)
is the accepted basis for clinical trial ethics and must be known and implemented by those engaged in research involving human participants. The personal integrity and welfare of the trial participants is the ultimate responsibility of the doctor responsible for their care.
5.3.2
The medical care given to, and medical decisions made on behalf of, participants should always be the responsibility of a qualified doctor or, when appropriate, a qualified dentist or other qualified health care professional. It is the responsibility of the PI to ensure that the trial is organised in a way that ensures that appropriately qualified staff are responsible for patient care.
RESPECT FOR TRIAL PARTICIPANTS AND INFORMED CONSENT
5.4.1 The principles of informed consent in the current revision of the Helsinki Declaration (Appendix 1) and those laid out in the 13 principles at the beginning of this document should be implemented in all RCTs. . The Health Department, LREC and Royal College of Physicians Guidelines also cover these topics.
If the investigators are aware that participant samples or
information for the trial may be used subsequently for other specific purposes beyond the aims of the current study, the participants' consent should also be obtained for such uses.
5.4.5 The participants, (or their representative(s)) must be made aware before consenting to participate that they are free to withdraw without obligation at any time and that such an action will not adversely affect any aspect of their care.
5.4.6 Appropriate information should be provided in a form which is readily accessible (see Note 2) and at a level which will enable an informed decision by the trial participants or their representative(s) regarding participation in the trial. It is good practice and can prove helpful to seek advice from consumers/lay people when drafting this information.
5.4.7
The written information about the trial that is to be provided to the participants will usually have been considered by the MRC as part of the overall assessment of the trial, and always by relevant ethics committees, and it is the responsibility of the Principal Investigator(s) to ensure that it is used as approved and that any necessary amendments are made without delay. 5.4.9 Participants and their GPs should be given a long-term contact point/ source of information about the trial.
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5.4.10 It may be appropriate for the Principal Investigator(s) and/or the responsible clinician to inform other clinicians in contact with the participant of their participation in the trial, with appropriate information about relevant aspects of the study.
5.4.11
Participants should have access to information on the complaints procedure outlined in 6.10.1.
5.4.12
The participant should have access to information about the procedures for obtaining compensation and treatment following harm through negligence or non-negligence as a direct result of participating in the trial. 
COMMUNICATION WITH LREC/MREC
INVESTIGATIONAL PRODUCTS
5.6.1 If investigational products are part of the trial intervention they should be manufactured, handled, and stored in accordance with the appropriate guidelines for the manufacture of medicinal products. They should be used in accordance with the approved protocol. Where appropriate, the PIs should seek advice from a suitably experienced pharmacist when planning the trial.
RANDOMISATION PROCEDURES
5.7.1 The PI should ensure that any randomisation procedures are rigorously designed, and identify any possible sources of bias. He/she should ensure that the randomisation procedures are rigorous and strictly controlled and adhered to by all the investigators. If the trial is blinded, investigators should promptly document and explain any premature unblinding.
SAFETY REPORTING
5.8.1 All serious adverse events (SAEs) should be reported to the trial co-ordinating centre in a timely manner in accordance with the protocol and reported regularly to the TSC and DMEC. Where appropriate, and in keeping with the applicable regulatory requirement(s) related to the reporting of serious adverse reactions, these should be reported to the regulatory authorities and, as appropriate, to ethics committees. 
MRC GUIDELINES FOR GOOD
DATA HANDLING AND RECORD KEEPING
5.9.1 The primary objective of good data handling and record keeping is to ensure that data collected on participants in the trial are accurate and complete and unbiased with respect to the study treatment allocation. The procedures and documentation used to ensure that the data contained in the final clinical trial report agree with original observations should be made explicit by, and are the responsibility of, the PI and would normally require some degree of monitoring at the clinical site by the PI.
5.9.2 The PI should ensure that the Case Report Forms (CRF) are designed to capture the required data at all multicentre trial sites and that the information gathered is appropriate to the aims of the trial and will not adversely affect recruitment.
5.9.3 The PI should ensure that the procedures to be followed to ensure that the data are of high quality and accuracy at the point of collection and the integrity of the data during processing are set out. The level of clinical site monitoring necessary will vary from trial to trial and should be agreed between the PI and TSC.
5.9.4 All data and documentation associated with the trial should be readily accessible for independent inspection and validation (see below, Section 8). Ensuring such availability is the responsibility of the Principal Investigator.
5.9.5 The PI should take responsibility for drafting the annual report to the MRC in the format requested for approval by the TSC. The PI and Chairman of the TSC should approve and sign the final report of the trial.
5.9.6 It is essential that data on personal health are treated confidentially and held securely. Where such data are held on computer, the Data Protection Act places legal obligations on those who 'control' such data (eg, the local and principal investigators 5.9.7 The PI should ensure that data are recorded and stored in a way that ensures that they are: a) secure and cannot be tampered with, (eg, limited access, lock and key); and b) unlikely to be damaged (eg, appropriate environmental conditions).
5.9.8 The appropriate time period for which patient identification codes should be retained will vary depending on the nature of the study. The PI should justify the proposed retention period in the proposal to the MRC for agreement by the Board.
6.INDEPENDENT SUPERVISION OF THE TRIAL
INDEPENDENT ADVICE
6.1.1 Arrangements for the management of trials will vary according to the nature of the study proposed. However, all should include an element of expert advice that is entirely independent from the Principal Investigators and the Host Institution involved. This will normally take the form of a Trial Steering Committee and an independent Data and Monitoring and Ethics Committee. It is recognised that these arrangements may not always be appropriate and structures may need to vary according to the nature of the study and the Host Institution involved. Thus, the arrangements for supervision should be detailed and justified in the trial proposal and the MRC should satisfy itself that these are appropriate to the risks involved.
THE TRIAL STEERING COMMITTEE
Membership of Trial Steering Committee
Applicants should submit a proposal for membership for the TSC with their full application to the MRC who will agree the final membership. However, there may be occasions when the MRC will wish to organise and administer these meetings for particular trials. Papers for meetings should be circulated well in advance of the meeting rather than tabled and an accurate minute of the meeting should be prepared by the PI and agreed by all members.
Data Monitoring
6.4.1 Applicants should submit their proposed arrangements for overseeing of the trial and for membership for the DMEC with their full application to the MRC, who will consider whether the proposed arrangements are appropriate to the trial and approve membership proposed. The Data Monitoring and Ethics Committee (DMEC) should be established to report to the TSC and when appropriate the MRC. Membership of the DMEC should be completely independent of the trial. Detailed terms of reference and guidance notes are given at annex 3. DMEC meetings should be called for and organised by the PIs with the DMEC Chair. However, attendance by Investigators or Principal Investigators at these meetings should only be at the invitation of the DMEC Chair.
Trial Steering and Management
6.5.1 The role of the TSC is to provide overall supervision of the trial and ensure that the trial is conducted to the rigorous standards set out in these MRC Guidelines for Good Clinical Practice. In particular, the TSC should concentrate on progress of the trial, 
Patient Safety
6.6.1 In all the deliberations of the TSC the rights, safety and well-being of the trial participants are the most important considerations and should prevail over the interests of science and society. The TSC should ensure that the protocol demands freely given informed consent from every trial participant. The TSC should look closely at the patient information provided and advise the investigators on its completeness and suitability.
Progress of the Trial
6.6.1 It is the role of the TSC to monitor the progress of the trial and to maximise the chances of completing it within the time scale agreed by the MRC. At the first TSC meeting, targets for recruitment, data collection, compliance etc. should be agreed with the PIs. These targets should not be "set in stone" but are designed to permit adequate monitoring of trial progress. The TSC should agree which data, based on the targets set, should be presented at each TSC meeting (template attached at appendix 3).
6.6.2 The PI is required to submit an annual report to MRC based on the template provided. This report should be endorsed by the TSC and should be stand alone and contain sufficient data to allow the relevant MRC Board to judge progress in the trial without the need to refer back to the original grant proposal, and inform the MRC of any new information that has a bearing on safety or ethical acceptability of the trial or any significant complaints arising, with a justification of any decisions taken on the matter.
6.6.3 In exceptional circumstances, Council will consider proposals for the extension of grants for clinical trials. In these cases, the Boards will require evidence from TSCs that all practicable steps have been taken to achieve targets and keep within the agreed tenure of the grant. In these cases an analysis of the data collected to date that does not unblind the trial may be requested.
W I T H D R A W N
If progress of the trial suggests that an extension may be necessary, the TSC should notify MRC officers at the earliest opportunity.
Adherence to Protocol
6.7.1 The TSC should ensure that there are no major deviations from the trial protocol. A full protocol should be presented as an agenda item at the first TSC meeting. If the PIs need to make any material changes to the protocol during the course of the trial, approval should be sought from the TSC and the LREC/MREC and the MRC should be informed.
Consideration of New Information
6.8.1 The TSC should consider new information relevant to the trial including reports from the DMEC and the results of other studies. It is the responsibility of the PIs, the TSC Chairman and independent members of the TSC to bring to the attention of the TSC any results from other studies of which they are aware that may have a direct bearing on future conduct of the trial.
6.8.2 On consideration of this information, the TSC should recommend appropriate action, such as changes to the trial protocol, additional patient information, or stopping or extending the study. The rights, safety and well-being of the trial participants (present and future) should be the most important considerations in these deliberations.
6.8.3
It is the responsibility of the investigators to report regularly the extent of serious adverse events to the TSC and DMEC. In the case of unexpected SAEs, the Chairman of the TSC should be notified and, where appropriate, the regulatory authority.
Dissemination and Implementation of Results
6.9.1
The TSC should ensure that appropriate efforts are made to ensure that the results of the trial are adequately disseminated and due consideration is given to the implementation of the results into clinical practice. 
Complaints Procedure and Compensation for Participants
7.DOCUMENTATION
7.1
The documentation for the trial relates to all records in any form describing the methods and conduct of the trial, factors affecting the trial and action taken. These include, as appropriate, all versions of the protocol and agreed amendments, copies of submissions and approvals from relevant authorities and ethics committees, consent forms, monitor reports, audit reports, relevant letters, reference ranges, raw data such as laboratory reports etc, completed case report forms and the final report. Documentation of the ethics committee approval for the conduct of the trial should be retained by the PIs. In multicentre trials, this may be co-ordinated centrally. Similarly, evidence of informed consent should be available for verification. Written procedures for the scientific basis, design, This should be the ultimate responsibility of the Principal Investigator. For those trials using medicinal products where it is clear at the start of the trial that the data may be required for a licensing application, the documentary requirements outlined in the ICH GCP Guideline should be followed. In the majority of MRC trials, in which this is not the case, the actual requirements will vary according to the trial, the type of intervention and whether or not medicinal products are involved. Appendix 4 provides guidance on the retention of key documentation under these circumstances.
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7.2
The scientific basis of the trial will usually be in the form of a clear and concise protocol which will also include information on the design, conduct and organisation of the trial. Many of these issues will have been considered in the original proposal for the trial which was submitted for funding. The application procedure for MRC funding for trials now requires submission of full proposals in a structured proforma. Full details are given at appendix 2
7.3
The case report form is the record of the relevant information and data collected during the trial on each participant in the trial as defined by the protocol. The level of detail of information recorded will be defined by the trial in question, with the fundamental principle being to ensure the collection of adequate, relevant and accurate data which are not excessive in quantity and/or detail. Often data are collected on each patient unnecessarily and the quality of the recorded data can be adversely affected as a consequence. In addition, particularly for multicentre trials, collection of excessive data can seriously discourage collaboration and jeopardise the trial overall by undue complication of the trial procedures (while also wasting limited resources). Copies of case report forms after completion should be stored centrally and, if required, should be available for verification. This is the responsibility of the Principal Investigator, who should ensure that these records are retained for the period agreed by the MRC.
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8.QUALITY ASSURANCE AND AUDIT
8.1
In order to reassure itself of the reliability of the data gathered and the ethical conduct of its trials, the MRC may audit a randomly selected number of MRC-funded trials.
8.2
Audits will be carried out by individual(s) entirely independent of the trial and the MRC will define the level of audit required on a case-by-case basis depending on the nature of the trial concerned.
8.3
Reports of the audits will be reviewed by the MRC and, if necessary, by the relevant Research Board. Principal Investigators will be given the opportunity to comment on the audit before it is passed on to the relevant Board or TSC. Copies of the reports, together with the comments of the PIs and assessment by the MRC/Board, will be made available to the Principal Investigator and, where relevant, Chairmen of the Steering and Data Monitoring Committees. The purpose of biomedical research involving human subjects must be to improve diagnostic, therapeutic and prophylactic procedures and the understanding of the aetiology and pathogenesis of disease.
In current medical practice most diagnostic, therapeutic or prophylactic procedures involve hazards. This applies especially to biomedical research.
Medical progress is based on research which ultimately must rest in part on experimentation involving human subjects.
In the field of biomedical research a fundamental distinction must be recognised between medical research in which the aim is essentially diagnostic or therapeutic for a patient, and medical research, the essential object of which is purelyscientific and without implying direct diagnostic or therapeutic value to the person subjected to the research.
Special caution must be exercised in the conduct of research which may affect the environment, and the welfare of animals used for research must be respected.
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Because it is essential that the results of laboratory experiments be applied to human beings to further scientific knowledge and to help suffering humanity, the World Medical Association has prepared the following recommendations as a guide to every physician in biomedical research involving human subjects. They should be kept under review in the future. It must be stressed that the standards as drafted are only a guide to physicians all over the world. Physicians are not relieved from criminal, civil and ethical responsibilities under the laws of their own countries.
I. BASIC PRINCIPLES
1.
Biomedical research involving human subjects must conform to generally accepted scientific principles and should be based on adequately performed laboratory and animal experimentation and on a thorough knowledge of the scientific literature.
2.
The design and performance of each experimental procedure involving human subjects should be clearly formulated in an experimental protocol which should be transmitted for consideration, comment and guidance to a specially appointed committee independent of the investigator and the sponsor provided that this independent committee is in conformity with the laws and regulations of the country in which the research experiment is performed.
3.
Biomedical research involving human subjects should be conducted only by scientifically qualified persons and under the supervision of a clinically competent medical person. The responsibility for the human subjects must always rest with a medically qualified person and never rest on the subject of the research, even though the subject has given his or her consent.
4.
Biomedical research involving human subjects cannot legitimately be carried out unless the importance of the objective is in proportion to the inherent risk to the subject.
5.
Every biomedical research project involving human subjects should be preceded by careful assessment of predictable risks in comparison with foreseeable benefits to the subject or to others. Concern for the interests of the subject must always prevail over the interests of science and society.
The right of the research subject to safeguard his or her integrity must always be respected. Every precaution should be taken to respect the privacy of the subject and to minimise the impact of the study on the subject's physical and mental integrity and on the personality of the subject.
7.
Physicians should abstain from engaging in research projects involving human subjects unless they are satisfied that the hazards involved are believed to be predictable. Physicians should cease any investigation if the hazards are found to outweigh the potential benefits.
8.
In publication of the results of his or her research, the physician is obliged to preserve the accuracy of the results. Reports of experimentation not in accordance with the principles laid down in this Declaration should not be accepted for publication.
9.
In any research on human beings, each potential subject must be adequately informed of the aims, methods, anticipated benefits and potential hazards of the study and the discomfort it may entail. He or she should be informed that he or she is at liberty to abstain from participation in the study and that he or she is free to withdraw his or her consent to participation at any time. The physician should then obtain the subject's freely-given informed consent, preferably in writing.
10.
When obtaining informed consent for the research project the physician should be particularly cautious if the subject is in a dependent relationship to him or her or may consent under duress. In that case the informed consent should be obtained by a physician who is not engaged in the investigation and who is completely independent of his official relationship.
11.
In case of legal incompetence, informed consent should be obtained from the legal guardian in accordance with national legislation. Where physical or mental incapacity makes it impossible to obtain informed consent, or when the subject is a minor, permission form the responsible relative replaces that of the subject in accordance with the national legislation.
Whenever the minor child is in fact able to give a consent, the minor's consent must be obtained in addition to the consent of the minor's legal guardian. 
II. MEDICAL RESEARCH COMBINED WITH PROFESSIONAL CARE (CLINICAL RESEARCH)
1.
In the treatment of the sick person, the physician must be free to use a new diagnostic and therapeutic measure, if in his or her judgement it offers hope of saving life, re-establishing health or alleviating suffering.
2.
The potential benefits, hazards and discomfort of a new method should be weighed against the advantages of the best current diagnostic and therapeutic methods.
3.
In any medical study, every patient -including those of a control group, if any -should be assured of the best proven diagnostic and therapeutic method. This does not exclude the use of inert placebo in studies where no proven diagnostic or therapeutic method exists.
4.
The refusal of the patient to participate in a study must never interfere with the physician-patient relationship.
5.
If the physician considers it essential not to obtain informed consent, the specific reasons for this proposal should be stated in the experimental protocol for transmission to the independent committee (I.2.).
6.
The physician can combine medical research with professional care, the objective being the acquisition of new medical knowledge, only to the extent that medical research is justified by its potential diagnostic or therapeutic value for the patient.
W I T H D R A W N
III.NON-THERAPEUTIC BIOMEDICAL RESEARCH INVOLVING HUMAN SUBJECTS (NON-CLINICAL BIOMEDICAL RESEARCH)
In the purely scientific application of medical research carried out on a human being, it is the duty of the physician to remain the protector of the life and health of that person on whom biomedical research is being carried out.
2.
The subjects should be volunteers -either healthy persons or patients for whom the experimental design is not related to the patient's illness.
3.
The investigator or the investigating team should discontinue the research if in his/her or their judgement it may, if continued, be harmful to the individual.
4.
In research on man, the interest of science and society should never take precedence over considerations related to the well-being of the subject. 1 FULL TITLE OF TRIAL (Please give below details of the roles of the named applicants).
WHAT WILL BE THE RESPONSIBILITIES OF THE STAFF EMPLOYED ON
THE GRANT? (Please give below details of the roles of the staff requested on the grant).
WHAT WILL BE THE ROLES OF THE NAMED COLLABORATORS?
(Please give below details of the roles of the named collaborators).
WHO IS THE TRIAL STATISTICIAN?
4.6 TRIAL STEERING COMMITTEE (Please give names and affiliations of the proposed trial steering committee to include -independent Chairman, independent members, principal investigators -see guidance notes)
FINANCIAL DETAILS OF THE TRIAL?
Please complete the financial sections of the application form as normal.
In addition in the body of the application form please provide the following information:
5.1 Financial Summary (please summarise the total cost of the trial in a 5. to advise Council on publicity and the presentation of all aspects of the trial.
B) MEMBERSHIP
Applicants should submit a suggested membership with their full application. The relevant Board(s) will decide on the final membership of the TSC. The membership should be limited and include an independent Chairman (not involved directly in the trial other than as a member of the TSC), not less than two other independent members and one or two Principal Investigators. Where possible membership should include a lay/consumer representative. Trial co-ordinators, statisticians etc should attend meetings as appropriate. Observers from the MRC and Host Institution should be invited to all meetings.
C) GUIDANCE NOTES Meetings
A meeting of the TSC should be organised by the PI before the start of the trial to finalise the protocol, which should then be sent to the MRC. After that the TSC should meet at least annually although there may be periods when more frequent meetings are necessary. Meetings should be called for organised by the PI. Papers for meetings should be circulated well in advance of the meeting rather than tabled and an accurate minute of the meeting should be prepared by the PI and agreed by all members. The role of the TSC is to provide overall supervision of the trial on behalf of the MRC. In particular, the TSC should concentrate on progress of the trial, adherence to the protocol, patient safety and the consideration of new information. Day-to-day management of the trial is the responsibility of the Principal Investigators. The Principal Investigators may wish to set up a separate Trial Management Committee to assist with this function.
Patient Safety
In all the deliberations of the TSC the rights, safety and well-being of the trial participants are the most important considerations and should prevail over the interests of science and society. The TSC should ensure that the protocol demands freely given informed consent from every trial participant. The TSC should look closely at the patient information provided and advise the investigators on its completeness and suitability.
Progress of the Trials
It is the role of the TSC to monitor the progress of the trial and to maximise the chances of completing the study within the time scale agreed by the Board. At the first TSC meeting, targets for recruitment, data collection, compliance etc. should be agreed with the investigators. These targets should not be "set in stone" but are designed to act as a gauge of trial progress. The TSC should agree a set of data, based on the targets set, that should be presented to each TSC (template attached).
The PI is required to submit an annual report to Council based on the standard template attached. This report should be endorsed by the TSC and should be stand alone and contain sufficient data to allow the relevant Research Board to judge progress in a trial without the need to refer back to the original grant proposa,l and inform the MRC of any new information that has a bearing on safety or ethical acceptability of the trial or any significant complaints arising, with a justification of any decisions taken on the matter.
In exceptional circumstances, Council will consider proposals for the extension of grants for clinical trials. If progress on the trial suggests that an extension may be necessary, the TSC should notify MRC officers at the earliest opportunity (for a large study it may take a year before approval of further funding can be given). In these cases, the Boards will require evidence from TSCs that all practicable steps have been taken to improve recruitment and keep within the agreed duration of
In these circumstances the DMEC should be asked to advise the TSC and may be required to provide information on the availability of data collected to date (from this and other studies) and advice on the likelihood that continuation of the trial will allow detection of an important effect. This should be done using methods that do not unblind the trial.
Adherence to Protocol
The full protocol should be presented as an agenda item at the first TSC meeting to be agreed. If the investigators need to make any changes to the protocol during the course of the trial, approval should be sought from the TSC, LREC/MREC and, if necessary, the MRC.
Consideration of New Information
The TSC should consider new information relevant to the trial including reports from the DMEC and the results of other studies. It is the responsibility of the PI and the Chairman and other independent members of the TSC to bring to he attention of the TSC any results from other studies that may have a direct bearing on future conduct of the trial.
On consideration of this information the TSC should recommend appropriate action, such as changes to the trial protocol, additional patient information or stopping of the study. The rights, safety and well-being of the trial participants should be the most important considerations in these deliberations.
It is the responsibility of the investigators to notify the TSC and DMEC and relevant regulatory authority (if applicable) of any unexpected serious adverse events during the course of the study.
Data Monitoring and Ethics Committee
The TSC should, at its first meeting, establish a Data Monitoring and Ethics Committee (DMEC) that meets regularly to view the data and the results of any interim analyses. The terms of reference and guidelines for DMECs are attached. Members should be independent of both the trial and TSC.
MRC GCP
The TSC should endeavour to ensure that the trial is conducted at all times to the rigorous standards set out in the MRC Guidelines for Good Clinical Practice. to consider any requests for release of interim trial data and to recommend to the TSC on the advisability of this 5. in the event of further funding being required, to provide to the TSC and MRC appropriate information and advice on the data gathered to date that will not jeopardise the integrity of the study.
B) MEMBERSHIP
The membership should be proposed as part of the proposal to the MRC and approved by the Board.
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Members
The membership of the DMEC will usually be small: *3-4 members and the members will be independent; * expert(s) in the field (eg, clinician with experience in the relevant area)
*expert trial statistician(s)
Invited to attend
The trial statistician may be invited to attend for part of the DMEC meeting to present the most current data from the trial, unblinded if appropriate.
The DMEC should meet at least annually, or more often as appropriate, and meetings should be timed so that reports can be fed into the Trial Steering Committee (TSC) meetings. Meetings should be called for and organised by the Principal Investigator of the trial in association with the Chairman of the DMEC. Dates for DMEC meetings should be agreed in advance and only altered with agreement of all members. All significant communications between the Principal Investigators and the DMEC should be in writing, or if they have to be oral, they should be backed up by written records.
G
The role of the DMEC is to look at the [unblinded] data from an ethical standpoint, the safety, rights and well being of the trial participants being paramount
The PIs (normally the trial statistician) should prepare a comprehensive report for the DMEC. This should be prepared and circulated well in advance of the meeting to allow DMEC members time to study the data. Content of the report should be agreed in advance with the DMEC Chairman. The trial statistician may be invited by the Chairman to attend part of the meeting to present the data; otherwise, no one involved with the trial or TSC should be present to see the unblinded data.
G A full confidential report should be made in writing by the Chairman of the DMEC providing advice to the Trial Steering Committee (and PI) on whether the trial should continue or not.
If the the DMEC recommends that the trial should be stopped at any point, the funding body should be notified. It will be the responsibility of the TSC to decide whether or not to act upon the information received from the DMEC.
If at any stage an extension to the grant is needed the DMEC may be requested by the Board to provide information on the data gathered to date (from this and other studies) and advice on the likelihood that continuation of the trial will allow detection of an important effect. This should be done using methods that do not unblind the trial.
W I T H D R A W N
Before reporting on the results of the trial the DMEC will consider not only the interim results as presented by the trial statistician, but also any major new information from other sources thought to be relevant to the trial. It follows that the DMEC will not automatically follow pre-assigned statistical rules, although it will be guided by statistical considerations.
G
Information provided by the DMEC is likely to fall into the following categories:
(a) Information that might lead to the TSC stopping the trial prematurely in the event of a clear outcome, if this is deemed to be appropriate in the light of the accumulating data from the study, or on the basis of information available from other sources;
(b) Information that might lead to the TSC modifying the design of the trial, if this is deemed to be appropriate in the light of the accumulating data from the study, or on the basis of information available from other sources. 
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ESSENTIAL DOCUMENTS THAT SHOULD BE HELD BEFORE THE CLINICAL PHASE OF THE STUDY BEGINS
For those trials using medicinal products where it is clear at the start of the trial that the data may be required for a licensing application, the documentary requirements outlined in the ICH GCP Guideline should be followed. In the majority of MRC trials in which this is not the case the actual requirements will vary according to the trial, the type of intervention and whether or not medicinal products are involved. The table below provides guidance on the retention of key documentation under these circumstances.
appendix 4a
Document
Final protocol, including 
ESSENTIAL DOCUMENTS THAT SHOULD BE HELD ONCE CLINICAL PHASE OF THE STUDY HAS BEGUN
For those trials using medicinal products where it is clear at the start of the trial that the data may be required for a licensing application, the documentary requirements outlined in the ICH GCP Guideline should be followed. In the majority of MRC trials, in which this is not the case, the actual requirements will vary according to the trial, the type of intervention and whether or not medicinal products are involved. The 
